Isoprenylation is a posttranslational modi-
by C20 geranylgeranyl chains. Separate enzymes may catalyze these modifications. The structural features that govern the ability of particular proteins to serve as substrates for isoprenylation by C or C20 groups are not completely defined, but studies of the p21ras modification using purified farnesyl:protein transferase suggest that the sequence of the carboxyl-terminal tetrapeptide is important. Isoprenylation plays a critical role in promoting the association of p2l and the lamins with the cell membrane and nuclear envelope, respectively.
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G-C-M-S-C-k-C-v-L-S
-- bility that they undergo isoprenylation (see Table 1 Table 1 ), suggested that these proteins might be subject to isoprenylation. A C20 geranylgeranyl modification has recently been confirmed in two G protein 'y subunits purified from the brain (7, 8) . Studies using reticulocyte lysates to modify the brain 76 translation product in vitro have further shown that isoprenylation occurs at the predicted cysteine in the carboxyl-terminal Cxxx sequence (9) . Because the isoprenylated fragment of the subunit also appears to be methyl esterified (8) , the geranylgeranyl modification probably triggers a ras-like proteolytic processing event that exposes the carboxyl-terminal cysteine residue. Until now, the mechanism underlying the strong association of the brain G protein f3y subunit complexes with the cell membrane has been obscure, as neither subunit contains extensive hydrophobic domains in its primary sequence.
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It is tempting to speculate that isoprenylation confers membrane affinity on the /3-y (9) . The absence of isoprenylation may be related to the fact that the carboxylterminal cysteine undergoes a different type of modification in some of the a subunits, i.e., pertussis toxinmediated ADP-ribosylation (64). Single amino acid substitutions in the carboxyl-terminal tetrapeptide of p2lrss can alter its ability to serve as a substrate for farnesylation (36), and so it is worth noting that the carboxyl-terminal tetrapeptides of the a subunits of G1, G0, and G1 differ from those of other known isoprenylated proteins in having glycine residues immediately distal to the cysteine, and aromatic amino acids in the terminal position (see Table 1 ). It remains to be seen whether these differences are responsible for inhibiting isoprenylation, and whether they may confer specificity for ADP-ribosylation in these G protein subunits. 4. Casey, P. J., Solski, P. A., Der, C. J., and Buss, J. E. (1989) p21w is modified by a farnesyl isoprenoid. 
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